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Bispecific antibody for cancer treatment - composed of an anti C-@erb@ 
@B@-2 gene prod, monoclonal antibody and an anti CD3 monoclonal 
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The antibody is composed of an anti C-@erb@ @B@-2 gene prod, 
monoclonal antibody and an anti CD3 monoclonal antibody. More 
specifically, the anti C-@erb@ @B@-2 gene prod, monoclonal antibody is 
SER-4 and the anti CD3 monoclonal antibody is OKT-3. 

USE/ADVANTAGE - The bispecific antibody is effective for 
cancer treatment . 

Examples are as follows: (1) immunisation of animal and 
prepn. for an antibody producing cells where 6 week old BALB/c mouse 
was immunised with human breast carcinoma cell SK-BR-3 (ATCC HTB 30) 
and after final immunisation, spleen was extirpated and red blood cells 
removed were used for cell fusion; (2) prepn. of mouse myeloma cells 



where 8-azaguanine-resistant mouse myeloma cell line P3-X63-Ag8653 was 
used. (3) prepn. of hybridoma where mouse spleen cells obtd. by (1) and 
mouse myeloma cells (2) were mixed in a ratio of 10 : 1 using PEG-1000 
as accelerator, fused in MEM-DMSO mixed soln., hybridoma being selected 
by twice cloning on HAT medium; (4) prepn. of an monoclonal antibody 
where pristine treated 8 week old nude female mouse was used; and (5) 
prepn. of a bispecific antibody where obtd. monoconal antibody OKT-3 
and monoclonal antibody SER-4 were used, and fragments Fab' -S-NB and 
Fab'-SH prepd. from these monoclonal antibodies were mixed at 1 : 1, 
incubated at room temp, for 4 hrs . and produced reconstructed F(ab')2 
was isolated as a bispecific antibody. Dwg.0/4 
Derwent Class: @B04@; @D16@; 

Int Pat Class: <2A61K-039/395<a ; @C07K-015/28@ ; <2C12N-005/20@ ; @C12N-015 /O60 ; 
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1 

[S!#« 1 ] $tc-erbB-2Jte^ / * 
7ia# 

2 ] Stc-erbB-2»e^S«5 ; e /" ? d-T^tal*: 
*iSER-4T*5IS*Jfi lfBfUD/MX-^S^-f -y^fttt 
[H£« 3 ] &CD3*: / ^ a -7-;WStfl:^0KT-3T?* SS! 
1 IBfiOWf X^S^Y y 7St# 

CO 0 0 1] 

imm±.wm#m] *m»t. mmm\z^mwu x 

[0 0 0 2] 

[ft*©M g»BJ§fcg£i&©*£fcEg£©-o 

-iWSJjt ??tt#££9tfUMx7x£4'HnB& 

-(Nature), 316^. 354-356 (1985). IrI, 314^ 628-631 
(1985)] . /HX^^7^!/?Sfl:i:tt, 20©Hfto 

[0003] m x^7^ ?£tt#&ft«-r«2r&& 

bTtt. 2 0©< 5a./^D7*U>5^PSN-tJ-^-»-1" 
5 5> JHh (2- 1! U Vfr*Pf"*-M -7*0 tf h (X- 
succinimidyl-3-(2-pyridyldithiol)-propionate] ^S- 
7-t=f-)\,*)V*'7'Y J $>7i'-v07 :: svY 7>A-f H 
F [S-acetylmercaptosuccinic acid anhydride] 

• *7* • X7X^'J *>9fr • **rA ->>(J.Exp.Me 
d.), 163, 166-178 (1986)] . -f 5. a. J ifnW >ffr=f- 
©Fab 7 5 > F <£ 5 b £fg£ l/T»*A < ftST * 

C3-DK7>- 3>*-7*/U' *7*«-f Ayny- 
(Eur. J. Immunol.), 19, 1437-1441(1989)] 

[0 0 0 4] «flc«£MM88fcJ:-3T. StCDS^y* 

>"fe'y MLance t),335, 368-372(1990), fA/O^- 

• Mx-Ummunol. Today), 12 ,51-54 (1991)] . <b 

m\zm&vimrs.ih&&ti3.z>rc?>5. 

[0 0 0 5] h hc-erbB-27*n F:f>:3^->g&©lSffl 

t\zfmisTcztifim%t<m:tez (^^a.^- • 7 

>F • -t)Vy- • A'f^nv-Oiol. Cell. Bio.), _9, 11 
65-1172 (1989). M *trS.ft)l< ■ VIM 7r^ • r-5 



(2) #H¥5-1 7 06 6 7 

2 

>X7^^3>(Bio.Soc.Trans.). 16, 675-677 (198 
8)] . 
[0 0 0 6] 

K^«l<t5tt<51i] #3893©B«tt, &© 
te8K:WJ8fcAWX^->7^ y*7tt#*m®?ZZ.t\z 

[0007] 

[8H8£8Hfe-r*&«>©*g:] *«WC«tn«. tfc-er 

bB^ae^ m®*; ? a— i-jvm^tmns^y v a— 

c-erbB-2»e?t-e©Sfett. «*©tF 
l&ffi K V> T*iitI3Sgt bTV> -5 £ t #f£I83 tlT V>5 © 
T, JtCDS^/^P-T-^^tJic-erbB-at/^n- 
T-JWttfM* X^>7>f y *#ito&*T?#ntfg 

[0 0 0 8] «Tfc*»WftffMK:MHT«. c-erbB-2 

©tfeDrrS. c-erbB-2aG J P8«!l£ii5583JbTV>£t: 

ttSiUB&&ll*SttT/vr7'y F-v£f£Kb, c-er 
bB-2a^g&£5gSlbTl<>£jffe£KJfcb. c-erbB-2 

-*;H&t#sit£-rsA-f7*ij F-v£g#-rs. &a 
-f7"u F-v^^jft-e^g-rs^, v^xfca^tTK 

x-f >A*7A/if?«Sbfct)©*$tc-erbB-2ae^ 

mm^j^u—r)\r^ommi^t.bxm^t^o cd 
5<? &#L&-rzz,i:\zj:r)ftmsnm-e$>ztf, f&zm&z 

nTV>S0KT-3^:df©A'f7*'J F-T^fflHT^-rS 

[0 0 0 9] C©«fc5fcbT#5nS2«©^/7n- 
^trtfr*^7*-»^>AA-f >T^ab. F(ab')t 77 

f*>h*#s. set, ^nes-en-^n^^xv 

h-;KDTT)^f^ffl^Tji7C-r-5^tfcJ;D, IK 
©SH-SS^r-SFab'-SHlC^Jft-r-S. 
©Fab* -SH £5. 5* -i?^tX-2-X hD^>'/^ y *7 
-> y F (DTNB) fc f-Cjaa-r -5 ^ilCiO Fab' 
40 h©xFn^>if>&3S#T*SFab'-S-NBK:&&-f 
#5n-5Fab'-SHtFab'-S-NBi£S-&l/, Fast Pro 
tein Liquid Chromatography(FPLC)itt^T?ttS"r5J:i; 
fc«t0. A<fX^->74y7f/t#£f1WS. 
[0 0 10] fitTC *56^©A*-1 , X^>'7^ y7!a#: 

<Dmm&*m®\zmi?z>. 
(i) Bi^©^t$i^«^ajiia©i5S 

c-erbB^ag^ifefcM-rSty ^ u-i-)VVi#<Dtt 
S: 3~2 0jg^©-7»>X*ittt7y MCtrilS (c-erbB 
-2ae^S«iS!lif8SbTV^«ffi)g) SfcgLT. -e© 
50 ft«J©i*. 'J>/tas, *ffijfa*©ffi#jg£SBIfi£«©-r 
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(3) 

3 

ft7i?a/t>h (09A«. 7P'f>HW^7> 5 3.A> 
h (Complete Freund's Adjuvant) , tiMtX&itT )V 

[0 0 11] iaM©iS4tt. l®@©&4©&l~2ja 

C»5f£fc#$l£ft (ELI SAS) : 
B£FJ 197633 75c t'TSi^S. ^SfcfflVifcjRSC^ JO 

h£B¥8ffll&©ttf&ig£ tT^ft-rs. 

[0 0 12] CD3fc#T5*/*P-^;lW©{£S : 
3~2 0fi^©V?X£fctt5>yMcia® (t h$ffijtl 

y>/t*) *ft&VT. tomtom. u wub, 
jfiq>©ffi#jg£Sfflia£&]R-rs. »4&>©&t, 

1~2HH*SE:5~1 OEIfri. Sft4t3~7HI 
£KttlMltSJ:9g]lLU tojfcflltfSiWfcEJW*;: 

[0013] MBB&#BBftB®M6icfR > r«£*fc 

tf**fctt?s>hJ:D»B*fMHU NMB&tBft-r 

•5. i$K£MEM«fift*T?jfflBfU K>-feyM?H<T 
U £6£Mt (l,200rpm. 5#) Lfc&, ±tt&£T. 50 
h'JX-ttfty^n^AaMW (PH7.65) t?l~2# 
HJOIIUtiJkttSR&U MEMJMTCSBftfltL-TB 

[0 0 14] (2) #SUgfflJ&©i@$l 

#«BifflistbTtt. 79x*&ft&nfc4Mi:ttB&& 

JUTS. fctAtf. 8 -7-9 97— 7* (BALB 
/c**) #ffiB»Ba»P3-X63Ag8-Ul(P3-Dl) C3-ntT 
7> • v-V— $"9- -i kJUz?— (Eur. J.Immuno 
I.), 6_, 511-519 (1976)) . SP2/0-Agl4(SP-2) CM 
^v-(Nature) 1 276. 269-270 (1978)) , P3-X63-Ag865 40 
3(653) (i^V-^-;P • *9 • -f A/Dv>— (J.ImmuDO 
l.),123, 1548-1550 (1979)) , P3-X63-Ag8a63) (*-f 
^-(Nature) ^256, 495-497 (1975)) fcfjWfjUSn 

s. cne»©fflsa«». 8-7tf^7->«fffi crpmi-i 

640«ttK^;^5> (1.5iM) , J 
-)V (5X10-'M) . yx>^-» (lOMg/ml) 
*iWfl&jejfil» (FCS) (CSL&S3. 10%) 
*.fciSiS (JKTiES«^tV^) fc. 2 5K8-7W 
7-> (15m g /ml) £iD*.fcigift) TrBfW$#. Jffl 
JSifi^© 3-4 BttfcHEftttttfcatftL. H&ftlC 2 X 50 



®W¥5-1706 67 

1 0 7 fifiU©«afla&£«£&T5. 
[0 0 15] (3) 

(i) TtoSEixfc#*©«*W4«Bt (2) -cfi&n 

fc#MBiSfflB£MEMJgJ6£fc«PBS (»J >*=::*■ h 
U9A 1.83g, «J>»-*U^A 0.21g, 7.65 

g, m%*.i i )y\-)w PH7.2) t?<t<ac»u *ffljs» 

S^S4aiia:#ilMSBIia=5~l 0 : lfcfc** 
3B&L (1.200rpn. 5#) ±»« 

3 7tT, #UX^^>^U3-;V-1,000 (PE 
G -1,000) 2g> MEMJ§«&2mli3<ktf$>;*5 1 ;l'X 
Jl^^vFO. 7m 1 ©ili&O. 2~lml/l 0 ! ffi# 
££WB£J0*., l~2#HfifcMEMJgJfil~2ml 
£RlsIiltlj!t&&. MEM*8»£in*.T£Sa*5 OmlC 
&-£>«}: 5 £1- -5. ft&jMB (900rpm, 5#) ±?S£ 
)|T, Pft-'tfrHHB&KCbfcft. *Xtf^*y MC«k 
«9B&9s *ffiLT** J M»fcMB*HATi«Mi 0E« 
Affile t#*D->?> (10" 4 M) „ (1.5X10 
" 6 M) *±tf73yyx»J> (4X10- 7 M) £ftj;lfct& 
ifi) 1 0 0ml * COOTS. 
[0 0 16] Z.<DMMK&9 6f&&m-7lr-b\Zl0 
Otf 5%CO» -f>*a^-^- 

3 71CT?7~1 4 ttBft. «8±fiS 

©-gS^tDS^SlfflSS^flCiD, c-erbB-2»e 
?Ktt«»91bT^«inB&KJ&iU c-erbB-2fife^jg 

MWT^. "3tr»-C, is#^»jfttc<to^a-->^&2 

HiSOSU ClIelS«HT«» (HAT*JIU»&73/ 
^U>«tt^fc«HI) , 2 0BttIE*ifi§ft&&)Bf 
•5) , ^3ELT^Vitt(*:«©Si*en7 v c ! b©<£ttc-erbB 

[0 0 17] (4) ^/^D-^-;Ptt<*:©iSS 
!/Uv^>fflS C2,6. 1 O, 1 4— rh5^? : JI'^> 
^x*> (Pristane) 0. 5m 1 SM&rt&^-U 2® 
M^WrS) L/fc8~l oa*©"T$XS&tt**-KT 
^XIC, (3) T^^nfcSc-erbB^a^g^y;? 
n-^ttfrjfi^W^UH-^ilB, *«kr;*iCD3^ 
J 9u-1rfrmffMS£J\Wy H-VHB2X l 0«~ 

5 x i o T aiB/E&igEfta«-r-5. 10-210-*? 

ftfrftli (3,000rpm. 5») UTB^ftlft£ 

^. 40~50%BSK7> ; E^ATJg«fU DEAE-t 
77D-X*7A. 7"Qf'f>A-A7A<bSV>IJtJV 
U7r^>GSL200 0 (£fll#X3litS) ©*7A 

[0 0 18] ttfl:©D-^7X©^tt, -W^JV 
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(4) 

5 

fi«. n-UH£43<fctf28OniaT0R3fcg<};9&tiibT 
[0019] ( 5 ) AW X^->7^ y irffift:©^® 

-f A / n (J. Immunol . ), 131, 2895 (1983)] £DTTfc 

tftc-erbB-2»e ; p«^ / ^ D -^ffittWF (ab* ) . 7 
> h t> ^tt D DTT& £©a7C#|£ffl ^TMtc U 
fcnSFab' -lY&>ffr9 DT h -1?$§?-r 

[0 0 2 0] Fab'-S-NBtFab'-SHSl : lT}I£b, & 
PtRM >*:x^—>3>b, £j££n*B«ij£F(ab')2 
&y;^nvhy77^-T#!8L, /HX^-f; 

[00 2 1] 2> 

(6) WX^^-f y ?ffi#©K£tf=©«^ 

(5) Tff«3nfcAMX^>'7w , y^tn:^tthU> 
A$i> itfc-erbB-2ae-f-Slj|®ttittIBa t ©££&£& 
ftftft* (Jt^*K-7-a.T;k E.Harlow> D.LaoeH. 
Cold Spring Harbor Laboratory?!], 1988*f) fciilZJ: 

[0 0 2 2] 

(7) AW*^->7^y?ftft©$i«^:&-l- 

Utt&jMIU JiCD3Si^t'f >^-D-f+>-2(IL-2) 50 
©#ftT-e&H-r * £ £ fc«k D U >A*J*£?£&ft; CETF 

CD4* a;W<-/*7 -«» t 5 1 CrT&® bfcc-erbB-2J| 
£7«teHte8BB&£WX^v7.< y^^©?¥«ET*s 
«klX*#«ETT««b, 5E«aBlia^&jS8|-rs 6l Cr05!f 

> -r-mmjtrz n t tr «t o tfi«te&*£PK*. 

[002 3] 

(8) m*^v7Yy^ffi#©*i«8$*-2- 
ftttfcCIM* 7-SB)fi tc-erbB-23fi^P««!l 

Ri&jsae)ia*/wx'<->7^ m&ktktzwztz. 40 

[0 0 2 4] 

[#UB0|J] 

(i) wMafmttNtoa&msiomm. 

6jS^BALB/cV7Z»C, c-erbB-2®&PS<^S:!i55S^U 
TV>5k h?US8Bfl&SK-BR-3(ATCC##HTB30)*n X 1 0 



43W5-1 7 0 66 7 

6 

lei®. fr6HJiS:-¥bfc. aSJE#8RS<t0Sjfiib, -t© 
AfSfiftffifc&ftiaftSS <tWHWT:ia7/k E.Harl 
ow, D.Lanetl, Cold Spring HarborLaboratoryfl, 1988 

ItK) *T»»rb, tr>-fe-yh-CS<U S<k#Bt (1, 
200rpm, 5#) bfc&, ±tS£&T, MJX-£ft;7> 

t->^Ajs (pH7.65) Ti~2#r«aiasu#ifiL&£is§;i 

b. MEM««n?3lil«c»bi9IliaB!'&l:fflV^c. 

[0025] ( 2 ) wx^mmmmom®. 

8 - 71f ^7= >ffi& W X#ffiMiBiSa«cP3-X63-Ag865 
3*iE»«Hfe*«U, «BJiaB!^«C2Xl O'EUKDlffl 

[0 0 2 6] (3) /Vf 7*U K-T©f£S 
±12 (1) T?#6*Xfcv>5Xll¥aBliai:±ia (2) 

nfcwstBSffljiat^i o : nc^s«t3ig-&u 

m (l,200rpm, 5#) bifc&, ±«^jtT, fctiEbfciffl 
JS#£<k<«<"bfc&, J£#bfc#S. 3 7tn?, #'J 
X.<?U>#V3—Ar- 1,000 (PEG-1,000) 2 g, M 
EMigJfi2m 1 *£t/v^;V7JI<-*3r-> F 0 . 7m 1 
©gS£0. 2~lml/l 0«v>7Xg$ifflJiS£iin;L 1~ 
2irfS«}CMEM^«&l~2m 1 &fe[Hllin^.fc^, ME 
MteiaS:SP^.T±S^5 0m 1 i^'D- 
#18 (900rpm, 5#) ft, ±«£*rc, t^^TWCjfflB 
fclKbfcg, ;**fcf^y HCfc5&&#, SStfibTfl) 
^^{CifflJiaSHATettl 0 0ml $\zM®Vrc. 

[0 0 2 7] i©!K^S9 6 7tlS«ffl7*k-MCl 0 
0 /i 1 /TTf-^a-ttb, 5%C02-f>+o.^-^- 
«f, 3 7tT!lO~140 flfli&itbfc. ^±ffi*«K-B 
R-3«BtetKJiSU c-erbB^ae^S^S^SbT^a 
ViMlH-3T3 (ATCC#*|CRL1658) Mf& t t±EJS b*V> ^ x 
)V&m&. ■2t>\ZHT%M£JE1%tgmzm7i. P 
-->{fZ&r>mVT* Stc-erbB-23te^S^/i?D 
-^*i:ft£4j£-r5/W7*'J H-v£S*Jbfc. 

[0 0 2 8] £<DA-f7*U H— TSER^W^-rS^E/ 

n-^-jV$i#:SER-4tt, c-erbB-2S£Tg<8l£8gb 
Tl^t HBJSifflaaKATOIII (ATCCS^HIB103), th* 
ISS!fflflaLS174T (ATCC#^CL188) , fe^^V^XWKN 
IH-3T3fcc-erbB-2ffle^ S^A b, c-erbB-2jB£?S®> 
&&ftm-Z&o\ZtZr>TzWmA-l5t&<E.feU c-e 
rbB^fig^feS^abTV^TSV^^TsaBKNIH-STS, 
V">7.aJteNIH-3T3»CBIrasjae^*^Abfc«3teRASc 
D. &£Zf\i b BmMV >*-v-jfflB&Daudi(ATCC#^C 
CL213) t\t±< S*Bb&*^fc. m»ttS V U—jrfr 
iSimz-D^XSt. ^6i#=£^^-r-5A-f7*U H-^OKT- 
3 (ATCC#^CRL8001) *ATCCi »5ttAbfc. 

[0 0 2 9] (4) tEStrzi-i-JVVitfwmm 

•7ox9>mmvrz8j&$x-m-?'y7,\z±m (3) 
xnzntcMzrv h-v«c5~i oxi o^jk/e 
&-€-n^ngij0v>>xic»Ertai*bfc. io~2ib 
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(5) #B8¥5-1 7 0 6 6 7 

7 8 

ftlCA-fyj F-V«jg*8HtLfc. ig*©fc3;^fc-? fc. -3Er. iffilJ8A4-15fc;t*bTte, /HX^>7>f^ 

(l~8ml/|ffi) U mbftm (3, ffi#t^/*D-:^fi#SER-4»Kj£Lfcrt<, 

OOOrpnu 5#) UT@^S:l^*Ufc. . n-^Jl/ffi#0KT-3ttR£Lfcj5^;fc. £0J:5IC. 

[0030] */*n-Tvi4a##igG©i£tt, laan&Awx^s^ y^^mtc^mm >/mtc 

pH9) Tg^^Df'f >A-t 77 7 A (7 -S^t^^^nfe. 

T^TJ/TttS) fcSJ£U *9A*«6lHt«Hiny7 [0 0 3 6] 

T— (0.1M?X>& PH4.0) TlgGHtfSjgttH/fc. (7) AW X^->7^ ^ffi#©tn«£2&*- 1 - 

t&lti&mtl-hVy&O. 5MS*ftlUfcPBS-e-r* gttfcCM^VAW^Hffltei^CrTgiaLifcc-er 

*#ica*ru titm : t;>7a—)-)im#tLtc. 10 w-2ik&^mmmm*2o : lojuw-rxis' 

[0 0 3 1] Iniftro-y-^^^^v^x^y^n-^V 7-<y?ffift: (1 Mg/ml) ©#«Tfc.ktf##ftTT 

«#^-f MflfcJfeb&fcCS. c-erbB-2jtfc 4^fW««U >E«iiffl&rt>£3tBlt-£ 6l Cr©#>v-8fl 

^^fc^f-Styi'D-^HfiftSER^lJlgGl. CD3 £8!ljrr*;i<hfc<kDftn&2&*£S3'<fc. -?•©&&. 

KjttfS^/^D?— ;V$ift:0KT-3«, IgG2aT»^. ^3EHC^fcfc5tc-erbB-2ag^jSigjSjiS%SUT^ 

fc. 3SV11, A4-15, IAT0III. LS174T©^fflBa»iSl^tC5E« 

[0 0 3 2] (5) M7>15'74yirfflM)im Vtc. -7j> c-erbB-2a^g#>£3SSLTV>&WnH- 

^/?n-^;l4rt#0n-3£^7'v'> Ci^V(Sigma)tt 3T3. RAScD, Daudi©6ffllfikt&iA.£JEiSL&rt>o 
m -C0.1M#X>K/\'-.y7 7-.(pH4.1)«K 3 7"CT2 

M419U F(ab')i 75^ >h£PMUfc. £©81 [0 037] 

S&Kf&fct, 1M NaHCOs *.TpH£ 8 fc±tf -5 C i: \Z J: 3? ( 8 ) AW X^>7 W y ^ft^OtfUMMJII- 2 - 

9f?ih3-frfc. Sfc. ^y^D-^MSftSER^tt. -> gttftCD4 + A.;WA-/+7-^8&2 X 1 O'ffltSttffi 
Xx-f>#fiT> «ttfc/Wf> C7-^>h>(Worth x 1 0*fl£/Vf X^i^-f ??ft#(10# g) £ 

iogton)ti$» T3nM EDTA££tJ0. lM#&A*y 7r~ &<bC8B&U BALB/cX- FV7Xtc£TfMtUfc. -5- 

(pH5.5)(f>, 3 7*CT3P#TOaLTF(ab') J 7 7^ ©*££, !&40fc^-r«fc5 fc» c-erbB-2«£ : ?g#|£ias 

>hZmmV7t. Z.<D&mKfe\tmm&10tiM\ZtLZ>& 85iUT^5»IJI&A4-15 (04-A) £LS174T (EH-C)-e 

CbT#&tlfc2tt©F(ab') l 77^^>h* : €-n^n y^Jft#Sffl*-&t>-Brfctf?K©*B«}gJ«6ai*[U 

yjl/^nTh^77W-"Cl§SUfc. Hbft9. ffittftCD4 + '\;Wt-/*5-fflte#^Si. /t 

[0 033] ^6/ ? a-^Mi#0KT-3©F(ab' h7?>f -i 7.1*74 v ?ffifl*aMfiaT?«, M^f£©«I*Itt 
;*>h£0.5niM DTTC30#, pH7.5T®9USxUfc. & 50 ofc. Sfc, c-erbB-2jf£ : fg!i&>£58Sl/ 

TcKJfcfi, DTNB («&«g5inM) 7*ffJkS«. S-BfcbfcF TV>ft»IMHAScD (04-B)T?WU «HJ8> SttftCD4* 

ab'-S-NB*-y;^n-7h^77^-T¥l8Ufc. ^;W?-/*7-ifflBatA*-f X^-/7^ y?jfi*©*&* 

0-T-JWK#SER-4©F(ab' ), 75W> h 9 0.5m ^t>«5!ia£t>Hji^©aiSIttSd5n^3{i^fc. 
H DTT*ffl^Til7cU Fab'-SH*yj^n-7h^57W [0 0 3 8] 

-■XflSSbfc. Fab'-S-NB£Fab'-SH£l : lTjg&U [»9!©8l&] #fgWfc£ntfffi©&iSCW&ftftc-er 

4ttJMfflTM' ^a>U £&S*tSB18j£ bB-2fi£^g4&*y?o-^;i4fa*:£ffiCD3t/?n- 

^7^y^tt#£bT&T©^fCttUfc. miHICA 

[0034] 40 [01] mim\t* /UZ'<Z'74«j2tiifc<DftM& 

(6) X^->7 w v ?ffi#©S*&tt©teB ©«lK£^-r. 
Sttft;CD4 t '\;l/A-/45'-»Ba*«klXNIH-3T3lfflBSICc [02] &2gtt, y\W ^>7^ y^ttfrteftft; 

-erbB-2Se^S^At. c-erbB-2fieTjg«3£ilS5SSi CD4^Jl-A--/*7-iM8a (0A) *i^ifflSaA4-15 
■TS«t5JC^ofca!liaA4-15JC»f-5±IB (5) TfPSS (0B) £©K^*SJtJi«:i*T^ 7D- M 

%nTU^*^s74 vVmh<DKfo&*1Wtiiftmz H'J-(FACScan)T?»*fUfc«S*<£^-T. a ; 

i DiS^fc. B6)tl47D- h* h'J-(FACScan) !&Zlt1&*t&iDl&tn9—>. b ; ^y^a-7"^tri 

T?/S«Ttfc. ig*$m20fc^1-. ^0KT-3SE^$-B-fc£^©A^->. c ; t/^D- 

[0 0 3 5] ISttflOTT -^^-/*9-ll!BC»l/T 7-;l-Ji#:SER-4SSJS5-a:fci:^©A^->. d ; AW 

tt, ^/^D-^-;UJaftOKT-3£A'f X^v'7-< y9$L X^7^f yi'jK^SE^S-efci:*©^^-^. 
fr^RlSU ty^D-^taftSERMttSlSL^o 50 [03] Sg30tt» A*-f X^J^7-< v ^ttfr©ttM« 
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(6) 



[04] Sg40«* )M 7**3/7 4 ??tt#0ttHft 



5-170667 



10 



AScD^fflOa. m4^0ttLS174Tffl8Sfc43ttS$M$MI£ 



[01] 



[02] 



anti CD 3 anti c-erbB-2 
F(ab')z FUb'h 




l DTT I DTT 
zDTNB 




e 



S-NB HS 



V. 




mmat 



[03] 



Target c-erb-BZ 
cells expression 0 20 



tttttBSSB: (%) 
40 60 



100 



NIH-3T3- No 

SYLX Yes 

A4-05 Yes 

RAScD No 

KATOIII Yes 

Datidi No 

LS174T Yes 



_L 
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(7) 



»W¥5-17 066 7 



[04] 




(sDint.ci. 5 mm^ jm»a#*» fi ms^wa 

C 1 2 N 15/06 

C 1 2 P 21/06 8214-4B 
21/08 8214 -4 B 

(C 1 2 P 21/08 
C12R 1:91) 
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